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REMARKS 
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Entry of the foregoing amendments and favorable 
consideration of the subject application are respectfully 
requested in view of the following comments. 

The claims have been amended to conform to the election made 
January 11, 2008 and in response to the objections and rejections 
made in the current Office Action. 

Specifically, references to fibrate type cholesterol 
lowering agents in claims 1 and 2 have been deleted. In 
addition, claim 1 has been amended to properly recite the 
invention as '"comprising" the compound of general formula (I) and 
cholesterol biosynthesis inhibitors, recognizing that such agents 
routinely include additives and excipients such as lubricants, 
binders, fillers, buffers, emulsifiers, preservatives, etc., as 
set forth in the specification at page 17. In addition, the 
claims have been amended to correct grammatical and idiomatic 
errors and to conform with U.S. practice. In particular, claims 
4, 5, 9 and 11 have been amended to recite the agent of their 
respective parent claim where the compound of general formula (I) 
is a specific compound as identified by the formula given in the 
respective claim. In addition, claims 6, 13, 15, 16, 18 and 19 
have been amended to eliminate the confusing ""use" language and 
to correctly identify the serum cholesterol lowering agent as 
characterized by the cholesterol biosynthesis inhibitor being at 
least one chosen from the listed group. 
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Applicants respectfully submit that no. new matter has been 
added by the foregoing amendments and that the application is in 
condition for allowance. 

Priority 

Responsive to the examiner's notice that English translation 
of the Japanese language priority document, Application No. 2003- 
185171, has not yet been filed. Applicants herewith provide the 
required translation together with the translator's verification. 

Claim Objections 

The examiner has objected to claim 2 under 37 CFR 1.75 as 
being a substantial duplicate of claim 1, contending that the 
claims differ in the use of the word "combination" versus the 
word "mixture" . 

Applicants respectfully submit that, in the present 
invention, "combination" and "mixture" are substantially 
different in that "combination" refers to the compound of general 
formula (I) and the cholesterol biosynthesis inhibitors being 
together and may include them as separate entities administered 
individually, successively or simultaneously, whereas "mixture" 
refers to the compound of general formula (I) and the cholesterol 
biosynthesis inhibitors intermixed to form a single entity for 
dosing. In this sense, the "combination" of claim 1 is a broader 
recitation of the serum cholesterol lowering agent or preventive 
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or therapeutic agent of the present invention which includes all 
forms in which that agent may be presented, whereas the mixture 
of claim 2 constitutes a single preferred form which is specific 
to a physical mixing of the two recited elements of the serum 
cholesterol lowering agent or preventive or therapeutic agent of 
the present invention. Thus, claim 2 and those claims depending 
therefrom present a limitation of the invention of claim 1 to a 
specific and preferred form. 

Applicants respectfully submit that, in view of the above, 
the examiner's objection is without merit and should be 
withdrawn. 



Rejection Under 35 U.S.C. §112 second paragraph 



The Office Action rejects claims 1, 2, 4-6, 9, 11, 13, 15, 

16, 18 and 19 35 U.S.C. § 112, second paragraph as being 

indefinite for failing to particularly point but and distinctly 

claim the subject matter which applicant regards as the 

invention. The office action states: 

'^The claims are generally narrative and indefinite, 
failing to conform with current U.S. practice. They 
appear to be a literal translation into English from a 
foreign document and are replete with grammatical and 
idiomatic errors. 

Claim 4 is drawn to the agent of claim 1 and consists 
of a compound of the given formula. The agent of claim 
1 consists of both a compound of formula (I) and a 
cholesterol biosynthesis inhibitor. There is a lack of 
antecedent basis for this limitation in the claim; the 
agent cannot consist of a combination of a compound of 
formula (I) and a cholesterol biosynthesis inhibitor 
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and also consist of only a compound of the given 
formula. ''Consisting of" is closed language which does 
not permit the inclusion of any other elements into the 
composition. Claims 5, 9 and 11 are similarly rejected. 

Claim 6 is drawn to the agent of claim 1 ''characterized 
by the use of" specific types of cholesterol 
biosynthesis inhibitors. Claim 1 is a product claim and 
it is unclear what is meant by "use" . The claim is 
interpreted to mean that at least one cholesterol 
biosynthesis inhibitor must be present in the 
composition of claim 1 and must be a HMG-CoA reductase 
inhibitor, squalene synthase inhibitor, or a squalene 
epoxydase inhibitor. Similarly claims 13, 15, 16, 18 
and 19 are rejected- Clarification is requested." 



In view of the foregoing amendments to the claims correcting 
grammatical and idiomatic errors and placing them in condition 
which conforms with U.S. practice. Applicants respectfully submit 
that the grounds for rejection under 35 U.S.C. §112, second 
paragraphs have been overcome. Claims 4, 5, 9 and 11 now 
properly identify the compound represented by general formula (I) 
as the specific formula recited in the respective claims and 
claims 6, 13, 15, 16, 18 and 19, now properly identify the serum 
cholesterol lowering agent of the invention as characterized by 
the cholesterol biosynthesis inhibitor being at least one chosen 
from the listed group . 



Rejection of Claims Under 35 U>S>C> §103 (a) 

The Office Action rejects claims 1, 2, 4-6, 9, 11, 13, 15, 
16, 18 and 19 under 35 U.S.C. § 103(a) as being unpatentable over 
Yumibe et al . (U.S. 5,756,470, May 26, 1998) and Tomiyama et al . 
(U.S. 2004/0063929, April 1, 2004, PTO-1449 submitted April 25, 
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2006, English equivalent of WO02/066464, published August 29, 

2002). The Office Action states: 

^'Yumibe at al teaches a combination of a 
cholesterol biosynthesis inhibitor and a p-lactam 
cholesterol absorption inhibitor for lowering 
cholesterol and treating or preventing atherosclerosis . 

[see abstract] . The combination of a beta-lactam 
cholesterol absorption inhibitor and HMG-CoA reductase 
inhibitor results in a greater decrease in plasma 
cholesterol than either agent alone [column 2, lines 
11-20] . Suitable cholesterol biosynthesis inhibitors 
include HMG CoA reductase inhibitors, squalene 
synthesis inhibitors, and squalene epoxidase inhibitors 

[column 2, lines 51-63 and claim 20] . The genus of 
compounds taught by Yumibe et al . is as follows [column 
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The difference in the beat -lactams taught by 
Yumibe et al . and the instantly claimed beta-lactams is 
that the instantly claimed lactams comprise C- 
glycosides and those of Yumibe et al . comprise O- 
glycosides . 

Tomiyama et al teach beta-lactam compounds which 
are useful as serum cholesterol lowering agents and 
which meet the limitations of the instant claims [see 
abstract and columns 2-3, and structures in columns 7- 
36]. Tomiyama et al . teach that 0-glycoside bonds in 
beta-lactam-O-glucuronate compounds can be hydrolyzed 
in the small intestine, possibly reducing the activity 
of the compounds [column 1, lines 51-62] . Beta-lactams 
having a C-glycoside, which is stable to metabolism by 
glycosidase and hydrolysis, were prepared [column 2, 
lines 3-10] . One preferred compound, compound 56 
[column 35] , shown below, is the same compound as that 
which is recited in the instant claim 4 : 
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other preferred compounds include compound 37 
[column 25] , which is the same compound as that which 
is recited in instant claim 5. 

Tomiyama et al . do not teach a combination of 
beta-lactam and cholesterol biosynthesis inhibitor. 

It would have been obvious to one of ordinary 
skill in the art to prepare a cholesterol lowering 
composition of a cholesterol biosynthesis inhibitor and 
a p-lactam taught by Tomiyama et al . The combination of 
beta-lactam cholesterol absorption inhibitor and 
cholesterol biosynthesis inhibitor is already known in 
the art , as taught by Yumibe et al . Tomiyama et al . 
teach modified. beta- lactmans which are ideal 
cholesterol absorption inhibitors with low incidence of 
side effects [column 1, line 65-column 2, line 2] . One 
of ordinary skill in the art could have substituted 
Tomiyama' s modified beta-lactams for the beta-lactams 
in the combination taught by Yumibe et al . and would 
have predicted that the resulting composition would be 
effective for reducing plasma cholesterol levels and 
treating atherosclerosis. 

Further, both cholesterol biosynthesis inhibitors 
and the p-lactams taught by Tomiyama et al . are known ^ 
in the art for reducing serum cholesterol levels. It is 
obvious to combine individual compositions taught to 
have the same utility to form a new composition for the 
very same purpose. In re Kerkhoven , 626 F.2d 846, 205 
U.S.P.Q- 1069 (C.C.P.A. 1980)." 



The Federal Circuit has ruled that a prima facie case of 
obviousness must establish: (1) some suggestion or motivation to 
modify the references; (2) a reasonable expectation of success; 
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and (3) that the prior art references teach or suggest all claim 
limitations. Amgen, Inc. v. Chugai Pharm. Co., 18 USPQ2d 1016, 
1023 (Feb. Cir. 1991); In re Fine, 5 USPQ2d 1596, 1598 {Fed. Cir 
1988); In re Wilson, 165 USPQ 494, 496 (C.C.P.A. 1970). 
A prima facie case of obviousness must also include a showing of 
the reasons why it would be obvious to modify the references to 
produce the present invention. See Ex parte Clapp, 277 USPQ 972, 
973 (Bd. Pat. App. & Inter. 1985). The examiner bears the 
initial burden to provide some convincing line of reasoning as t 
why the artisan would have found the claimed invention to have 
been obvious in light of the teachings. Id. at 974. 

Applicants respectfully traverse the rejection because the 
prima facie case of obviousness has not been established with 
respect to the claims as amended herein. 

The p-lactam compounds disclosed in Yumibe et al . (U.S. 
5,756,470) become active compounds by absorption and metabolism 
in the intestine and, after transfer to the blood, are secreted 
into the gastrointestinal tract through bile to inhibit 
cholesterol absorption in the small intestine, thereby 
establishing their efficacy in a cholesterol lowering action. 
(See Margaret van Heek et al . , Br. J. Pharmacol. 129, 1748-1754, 
2000, lines 22-27 of page 1748, a copy of which is submitted 
herewith as Exhibit A) . 

. Drug concentrations of p-lactam compounds of Yumibe et al . 
in the blood are reported to increase approximately 1.5 times 
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when used together with fibrate type compounds such as 
fenofibrate as disclosed by Schering-Plough K.K. Zetia 
prescribing information, lines 29-30 of page 10, a copy of which 
is submitted herewith as Exhibit B. Iji addition, the incidence 
of increase of serum transaminase, which is one of the side 
effects observed with the single administration of HMG-CoA 
reductase inhibitor classified as a cholesterol biosynthesis 
inhibitor, is 0.4%, whereas the incidence of this side effect 
increases to 1.3% when the p-lactam compounds of Yumibe et al . 
are administered together with HMG-CoA reductase inhibitors and 
it is recommend that in such instances liver function tests be 
carried out at early stages of use (see page 10, lines 1-8 of 
Exhibit B) 

From these facts, it is clear that there is concern about 
undesirable drug interactions with respect to the 
pharmacokinetics in blood and the increased side effects of 
combinations of the p-lactams of Yumibe et al . and fibrate type 
compounds or cholesterol biosynthesis inhibitors absorbed from 
the intestine. 

In contrast, the ^-lactam compounds of Tomiyama et al . {U.S. 
2004/0063929) used in the present application, are not absorbed 
from the intestine, transferred to the blood and reintroduced 
into the small intestine through bile. Instead, the p-lactams of 
Tomiyama et al . and the present application remain in the small 
intestine and display their effect (the lowering of cholesterol 
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in the blood) by directly inhibiting the absorption of 
cholesterol in the small intestine. The p-lactam compounds used 
in the present invention have the characteristic that they are 
not present in the blood and therefore do not affect the 
pharmacokinetics in the blood of fibrate-type compounds or 
cholesterol biosynthesis inhibitors (see Par. 0004 of Tomiyama et 
al . ) . 

Accordingly, the p-lactam compounds of Yumibe et al and 
those of Tomiyama et al . exhibit completely different behavior in 
vivo with one requiring activation by absorption into the blood 
and reintroduction to the small intestine while the other remains 
in the small intestine and is directly active therein. The clear 
result of this different behavior is a difference in the 
pharmacokinetics in the blood when the respective lactams are 
combined with fibrate-type compounds or cholesterol biosynthesis 
inhibitors . 

Applicants respectfully submit that this difference in 
behavior of the p-lactams of Yumibe et al . and Tomiyama et al . 
would not influence one of ordinary skill in the art to modify 
Tomiyama et al . by combining the p-lactams thereof with the 
cholesterol biosynthesis inhibitor of Yumibe et al . since there 
is nothing to suggest such a combination with the C-glycoside p- 
lactams of Tomiyama et al . Since the 0-glycoside lactams of 
Yumibe et al . are known to exhibit undesirable side effects in 
combination with fibrate-type compounds or cholesterol 
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biosynthesis inhibitors, one would endeavor to avoid such side 
effects by avoiding similar combinations. It was not until the 
present application that Applicants discovered that fibrate-type 
compounds and cholesterol biosynthesis inhibitors could be used 
with the C-glycoside p-lactams disclosed by Tomiyama et al . 

It is a tenet of patent law that an invention that otherwise 
might be viewed as an obvious modification of the prior art will 
not be deemed obvious in a patent law sense when one or more 
prior art references ''teach away'' from the invention. Chisum on 
Patents, §5.03 [3] [a] [i] [G] . In IV.L. Gore & Associates, Inc. v. 
Garlock, Inc., 220 USPQ 303, 310 (Fed. Cir. 1983), the Federal 
Circuit found that the District Court had erred ''in considering 
the references in less than their entireties, i.e., in 
disregarding disclosures in the references that diverge from and 
teach away from the invention at hand.", citing In re Kuderna, 
165 USPQ 575 (CCPA 1970) . Prior art references must be 
considered in their entireties in an obviousness inquiry and must 
include a "full appreciation of what such reference fairly 
suggests to one of ordinary skill in the art." American 
Standard, Inc. v. Pfizer, Inc., 15 USPQ 2d 1673, 1706 (D.C. Del. 
1989) . Although each reference used in an obviousness inquiry 
does not have to be enabling, disclosures in the references that 
"teach away" from the claimed invention cannot be disregarded. 
American Standard, Inc., 14 USPQ 2d at 1707, citing W.L. Gore. 
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A prior art reference may be considered to teach away when: 

"a person of ordinary skill upon reading the reference, 
would be discouraged from following the path set out 
in the reference, or would be led in a direction 
divergent from the path that was taken by the 
applicant . " 

Monarch Knitting Machinery Corp. v. Sulzer Morat GmbH, 45 USPQ 2d 
1977, 1984, citing In re Gurley, 31 USPQ 2d 1130, 1131 (Fed. Cir. 
1994) . There is no suggestion to combine however if a reference 
teaches away from its combination with another source. Tec Air, 
Inc. V. Dense Manufacturing Michigan, Inc., 52 USPQ 2d 1294, 1298 
(Fed. Cir. 1999) . 

Tomiyama et al . ''teach away'' from Yumibe et al . , given the 
fact that 0-glycoside p-lactams such as disclosed by Tomiyama et 
al. are known to exhibit undesirable side effects in combination 
with fibrate-type compounds or cholesterol brosynthesis 
inhibitors such as disclosed by Yumibe et al. As such, the 
examiner may not disregard the aspects of Tomiyama et al . that 
teach away from Yumibe et al . American Standard, Inc. Given the 
fact that Tomiyama et al. teach away from Yumibe et al . , there is 
no suggestion to combine them. Tec Air, Inc. 

Applicants point to the common inventors and ownership of 
the Tomiyama et al . reference and the present application and 
note that the present application is an outgrowth of the work 
commenced in the reference and constitutes an improvement thereon 
by those with ordinary skill in the art. 
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To determine the effectiveness of the combinations of the 
present invention, applicants conducted experiments showing the 
improvement achieved with the C-glycoside p- lactams of Tomiyama 
et al. and fibrate-type compounds or biosynthesis inhibitors. 
These experiments were carried out with hamster models and the 
results are shown in Tables 13 and 14 of the specification of the 
present invention. 

In the first experiment shown in Table 13, a combined dosage 
of compound 56 of Tomiyama et al . at 0.3 mg/kg/day was 
administered with Fenofibrate at 10 mg/kg/day to achieve a 
reduction in serum cholesterol of 41.3% whereas the sum reduction 
achieved by individual use of the two agents was, respectively, 
6.9% and 10.7% for a total of 17.6%. Further, in the case of a 
combined dosage of compound 56 at 0.3 mg/kg/day and Atorvastatin 
at 1 mg/kg/day, the reduction of serum cholesterol achieved was 
20.2% which was greater than the sum of individual use of, 
respectively, 6.9% and 6.2% for a total of 13.1%. 

Similarly, the experiment summarized in Table 14 combines a 
dosage of compound 37 of Tomiyama et al . at 0.3 mg/kg/day with 
Fenofibrate at 10 mg/kg/day for a reduction of serum cholesterol 
value of 39.5% as compared to the sum total of the separate 
agents of 28.7% (18.0% and 10.7% respectively). In a combination 
of compound 3 7 with Atorvastatin at a dose of 1 mg/kg/day, the 
reduction in serum cholesterol achieved was 31.5% as against the 



sum total of the separate agents of 24.2% (18.0% and 6.2% 
respectively. 

These experiments clearly show a synergistic pharmacological 
effect of the combination of C-glycoside p-lactams and fibrate- 
type compounds or cholesterol biosynthesis inhibitors which is 
neither taught nor suggested by either Yumibe et al or Tomiyama 
et al . 

In addition, Applicants have conducted further experiments 
comparing the effect of p-lactam compound 56 of Tomiyama et al . 
and Ezetimibe, a cholesterol absorption inhibitor of Schering- 
Plough Pharmaceutical (see page 1 of Exhibit B) . In this 
experiment, hamsters were dosed with the subject compounds 
respectively once a day for 7 days. After the final day, blood 
was collected and the liver removed. . Cholesterol concentration 
in the blood was measured and HMG-CoA reductase activity was 
measured using a microsome prepared from the liver. The results 
are summarized in the following table: 



Compound 


Amount of 
dosage (mg/kg) 


Reduction ratio 
of cholesterol 
in blood 


Increasing 
magnification 
of HMG-CoA 
reductase 


Compound 56 


1 


43.5% 


5.3(1.8)* 


Ezetimibe 


0.3 


42.8% 


3 . 0 


Compound 56 


10 


32 .7% 


7.2 (2.1) * 


Ezetimibe 


3 


36.9% 


3.4 



* value in () indicates ratio to increasing magnification of 
Ezetimibe 
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From the above results it can be seen that when p-lactam 
compound 56 of Tomiyama et al (KT6-971) is compared with 
Ezetimibe there is a similar cholesterol reducing function 
between the two compounds. However, Compound 56, a C-glycoside 
p-lactam common to Tomiyama et al . and the present application, 
exhibits an increased HMG-CoA reductase activity over that of 
Ezetimibe. The fact that there is an increase in the HMG-CoA 
reductase activity indicates that even though the two cholesterol 
absorption inhibitors are the same kind of lactam compound, their 
action in vivo is different and their effects, when used in 
combination with an HMG-CoA reductase inhibitor are different. 

It is thought that the difference in the above effect is due 
to Ezetimibe being absorbed from the intestine, like the p- 
lactams of Yumibe et al.' while Compound 56 of Tomiyama et al. is 
not absorbed. Accordingly, Applicants respectfully submit that, 
although the respective p-lactams may exhibit similar activity on 
their own, the synergistic response exhibited by a combination of 
the C-glycoside ^-lactams of Tomyiyama, et al . , and fibrate-type 
compounds or cholesterol biosynthesis inhibitors would not be 
readily apparent from the teachings of the references, especially 
as the effect of the combination of the p-lactams of Tomiyama et 
al and fibrate-type compounds or cholesterol biosynthesis 
inhibitors is pharmacological, while that of the lactams of 
Yumibe et al. and fibrate-type compounds or cholesterol 
biosynthesis inhibitors is pharmacokinetic. 



In view of the foregoing, Applicants respectfully submit 
that it would not be obvious to one of ordinary skill in the art, 
knowing the action of the compounds of Yumibe et al . to expect 
the improvements exhibited by combining the fibrate-type 
compounds or cholesterol biosynthesis inhibitors of Yumibe et al . 
with the C-glycoside p-lactams of Tomiyama et al . Because the 
actions of the p-lactams of the respective references are 
different, although the ultimate effects are similar. Applicants 
respectfully submit that there is nothing in either reference to 
support the combination thereof as urged by the examiner and that 
a prima facie case of obviousness has not been established. 

Accordingly, Applicants respectfully submit that the present 
rejection under 35 U.S.C. 103(a) is without support and should be 
withdrawn. 

In view of the foregoing. Applicants respectfully submit 
that the claims as amended herein are allowable over the prior 
art and a notice of allowance is respectfully requested. 
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cfbdcol trials* 

ThecbeieilcfOl absorption inhibitors prevent theabsorpiion 
ofcbolesleiol by inUbillng the traversal of dietary and biliaiy 
choiciterol acioas the intestinal wall. The molecubr mechanism 
by which this dass of compounds Inhibiu eholcsierol 
absorption, however, icmains unknown and Is behig intensively 
invtftigatcd at Scbering-Ptongh Research Institute. Piavioue 
experiments indicated that ACAT. pancreatic Upasa, and HMO> 
CoA reductase etc not potantty Inhibited by these eompounds 
(Saliibory ci a/.. 1995). The cholesterol absorption Inhibttorsdo 
not sequester or prcdpliate chotcstcrot. Theii compouads also 
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(EZETIMffiE) 
TABLETS 

OeSCRIPTION 

ZET1A (•aitarite) i* to • cteM Of GiMHmMrtno a««P«»!«te •*2l2SL'!lf1^^^ 
•btorpto of eholMlBrt «d r*W pivtort^ 

to CiMtF^ li> «MigM it 400^ «d to avvGtutil 1^ 




EvftBte it • wMte. ayrtoBn. powdor that b «eolr to v«y ooMito h •ihMol. n)«««no<^JJ aeetonf. 
antf pncieily toooliMa to Mlar. EzeftiAe hot a moRing pom of tfbdul ^ 

tempemttw. 2ET1A It tviaibli « a laWet itor Of* odrnWoirafioft 001^^ 

IMowfna feiaotw kvndtentc emteamOtote sodium NF. iadofe monoMrato NF. magnesium atearate 

NF. inlaDayaiinM oalutoaa NF. povWona U8P. and aodtan luiiyl wlfMB I4F. 

CLINICAL PHARMACOLOGY 

^"SMahidtea haw d awwii Hia i a d that oteMfad itMit of total dniaitaral dotB^C), low den^iy 
l^oiMaWn CMMMOI <W^C) and apoOpofmtain D (ApoQ. ^J^j^'^^nMnw^ 
pramto humn H aw t da i w ifc In MStaa. dacraaaad loMit «'.55h.<S^ft[,?W<^ 
mDUa «• ataocMtd wBi the dewlopinanl of aB w o od ewti t . Epidemioioolc atudM have ^teblithod 

dwIcMweultfinortMiy «d immaBy wy *My "^JSlUJ^IIII^ilJS! 
ItMl or HIX/C. Uia U)L. eholBitan^onrfchad trlo^oefid»^ 

l^opraiataa fAOX InwnnedMa^ensly ^popra(o>» QOL). and ramnanlt. on also promote 



at h aSdo f S fc Tha todtpandW* alfcct Of iildBB TO 
ooranaiy and cwdtoviaetfirmoiMdlly and moitaMyhaa not boon dalannlned. 

zem niuets tmC. WLrC, ApoB. and TO. and inawiaa HDLC in patienia witti 
nypeichoiatiaiaianiB. Adta»Wt»lio« of 2Bm an WiOCBA wdbdwa Inhibit 
ii^KtMnp aenn tolaK;, LOlrC. Apo B. Ta and HOLCb^jnd •»»«|f22lJ««^ J^HJS^Z 
eselMiie tfven elher Hona or to addMon to an HMOCoA naduetoaa HMMor on cardiovaaoiiar 
mofMdi^ and fflorteifer haw not been etiaUthad. 
MMftofAcddn 

Ezeihnte ndueas Mood choiestenl by inhOMing the absorption of ehotesterol by the «n,9»J^MU». 
m a 2^m«k <iiiAa abidy to 16 hypeidwletlawteniic patients, ZETIA .^J^* 
tttomtion by 54%. eompaied «iah plaoebo. ZETIA had no cMcaly meaningful afftot oruhe plasma 
Moca n ba tt ont of dM «it«ob«to wftamtos A, 0. «id E (to a sbidy of I13p«fients), and did not impair 
idfBneccrticalsbwiidhonnona production (to a study of 118 patienti). 

The chflla n a w l content of dw aver is dedved pradominantly item tmaa sourest. The over can 
mntheetaa choloslaral, take up chotesterel ftam lha Mood l»om drodaOng Upoprotems, or taKe up 
ijMin A m * abeoibed by tho smal toiatltoa. inteswal chMasteiM ie derived primatily from choleiterDi 

a«!nrtiidtolh»t>t»W'*tif»«"^ie'a'y«*'"f " to < pi' ^ . 

EialMba haa A mach«dam of aotion that dHfera ftam those of odtar elasseo of eholesterol-reduon^ 

eompounda (HbOCoA isduelaia inhiHtDfa, bite add aaquaabafda {rasto^. iMo add derivaiivaa. and 
planisianoi^ 



copWidHTc UMuaamttttmu^ pmmiactyiiBa a, 2001. wa. 

All fights niMd 
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J!£TS^^^ X UUO ta serum S^f^^'J^^^^ 

^XSZm^S^^ m HMfrCoA rwkictos InhiWton and 04% tor pabenu 

palMi imM Win fcw aiwiwj-j^*^^ 1^ twwamlnases were gtneriily 

drug*. In eW«» Ww, t» ncwenot or 

0.1 iTftr ZE1U cMdraWstorad with an HUQ-CoA ivducttse UiWor w iw niwwv-^ f»«.«— 



amm heprite inMndmcy. ZEUA Is not icoommmM « meit p«wnw. \»«« 
"^rTTiSLP?«S«S!rtf^^ dooMied the mean AUG of loW 

'*«SSS?!fi^£yti^^ ««ni««ed w«h fib»t«. have not b»n 

""^-"^ d..l«..a»al a«»«y 1^. 'T^'-^ S!!lK'?j^!?«J£S^'^c£ 
in dooa. ««tti*a increaaed eholealBWl Bi Iha g*la*««r i*^ ' 

lSa»SS5ffim-»»|2»te^^ incredirt total 

\ ^itipfl»e.cgeBit^o^ gg g,^^^ increased total 

JSS£!?lSii2S skinitom phamtocoldHafeiHlam^ *hen 

ai^>Maaib»' caution should be ejtefcised wlien fciftiatinfl "f"?^^ MiTiIrtt* wuh 

J?zS^Ir rT!!^«TinmntiMe le aielniibc. Thia «<posu» may be ««aler Ml pat^enta wan 
^-£J^S^^«22SS^L2ri^rCT^^ potortW alteda of the increased 
sewie lenai Insijcwin *Sf^*i2to w3»d agahat the beneffls of 

flg^oaira to eiaiinifce <rom oM^^J^if^ JS^SSwateaSS in ooatwtal mnsplant 

IflSLtLiSJf liff *^ie liS^^ ««h SS» renal ln«ifficlenqf rwuHvlnfl 

*c^iSti!22i ^SaaaSMm emMi mo fmea me human exposure at 10 ma daHy 

SiS:r2?a»r^2i^ tumorfnddenc. In 

^'f'^Siim^Z'iSL.M, MS otaeived in in 8 mlaoWal mulaoanicily (Ames) test w»h 
Ji^Sf^S^J;;^^ •elH«iloa NO •«kten«2 

£2Sdt?Sr2S^ dwmo-msl abe«iBon •"■yjn »Ty-SS£Sl SfS 

«i v<hp mouas Bddanuotam test 
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